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Inhibition of anglogenesis and tumor growth by murine 7E3, 
the parent antibody of c7E3 Fab (abclximab; ReoPro). 



Varner 3A , Nakada MT, Jordan RE , Collar BS , 

Department of Medicine, Cellular and Molecular Medicine East 3050, 
University of California, San Diego, La Jolla, CA 92093-0684, USA. 
jvdrner@ucsd.edu 

Anglogenesis plays an essential role in the growth and 
dissemination of solid tumor cancers. The expression of 
endothelial cell integrin alpha(v)beta3 has been shown to 
increase during vascular proliferation associated with human 
tumors. Selective antagonists of alpha(v)beta3 can block 
anglogenesis and tumor growth by inducing programmed cell 
death in proliferating endothelial cells. Monoclonal antibody 
7E3, an antagonist of the human, but not murine, integrins 
alpha(v)beta3 and alphallbbeta3 (GPIIb/IIIa), Inhibits platelet 
aggregation. It is the parent antibody of a mouse/human 
chimeric antibody fragment approved for adjunctive therapy 
of patients undergoing percutaneous coronary interventions to 
prevent ischemic complications (c7E3Fab; abciximab; 
ReoPro). To evaluate the potential of 7E3 to inhibit human 
anglogenesis and tumor growth Independent of its antiplatelet 
effects, we established Integrin alpha(v)beta3-negative 
human melanoma tumors in full-thickness human skin grafted 
onto SCID mice. The resulting tumors Induce a human 
angiogenic response as assessed by the immunoreactivity of 
vascular cells with monoclonal antibodies specific for human 
CD31. Administration of 7E3 prevented or significantly 
inhibited the growth of tumors, and this effect correlated with 
a significant reduction in the number of blood vessels 
supplying the tumors. These results support the previous 
findings that blockade of Integrin alpha(v)beta3 inhibits 
anglogenesis and tumor growth and Indicates that dual 
inhibitors of alpha(v)beta3 and alphallbbeta3 are effective in 
blocking tumor growth and anglogenesis. 
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Multiple roles for platelet GPIIb/IIIa 
and alphavbeta3 integrins In tumor 
growth, anglogenesis, and 
metastasis. [Cancer Res. 20021 

Abciximab (ReoPro, chimeric 7E3 
Fab) demonstrates equivalent 
affinity and functional blockade of 
glycoprotein Ilb/IIIa and alpha(v) 
beta3 integrins. [arculation. 1998] 

A peptidpmimetic antagonist of the 
integrin alpha(v)beta3 inhibits 
Leydig cell tumor growth and the 
development of hypercalcemia of 
malignancy. [Cancer Res. 1998] 

Potential future clinical applications 
for the GPIIb/IIIa antagonist, 
abciximab In thrombosis, vascular 
and oncologlcal[p«|tio&0(M«Res.20001 

c7E3 Fab Inhibits human tumor 
anglogenesis In a SCID mouse 
human skin xenogfAfl^opdete. 2006] 
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Potential future clinical applications for the GPIIb/llla 
antagonist, abclximab In thrombosis, vascular and 
oncological Indications. 



Cohen SA , Trikha M , Masceiii MA > 

Cenrocor Inc. 200 Great Valley Parkway, Malvern, PA 19355, USA., 

Abclximab (ReoPro) is a mouse-human chimeric monoclonal 
antibody Fab fragment of the parent murine monoclonal 
antibody 7E3, and was the first of these agents approved for 
use as adjunct therapy for the prevention of cardiac Ischemic 
complications in patients undergoing percutaneous coronary 
intervention (PCI). Abclximab binds with high avidity to both 
the non-activated and activated form of the GPIIb/IIIa 
receptor of platelets, the major adhesion receptor involved in 
aggregation. Additional cardiovascular indications for 
abclximab are unstable angina, carotid stenting. Ischemic 
stroke and peripheral vascular diseases. Abclximab also 
interacts with two other integrin receptors; the a av b b3 
receptor, which is present in low numbers on platelets but In 
high density on activated endothelial and smooth muscle 
cells, and a aMb b2 integrin which is present on activated 
leukocytes. Cell types that express integrins GPIIb/IIIa and a 
av b b3 such as platelets, endothelial and tumor cells have 
been Implicated In anglogenesis, tumor growth and 
metastasis. Since abclximab interacts with high avidity to 
integrins GPIIb/IIIa and a av b b3, it is reasonable to assume 
that it may possess anti-anglogenic properties in 
anglogenesis-related diseases, as well as anti-metastastatic 
properties In case of disseminating tumors expressing the 
target integrin receptors. 

PMID: 11033455 [PubMed - indexed for MEDLINE] 
Display | AbstractPlus 



Related Links 



Platelet glycoprotein Ilb/IIIa 
antagonists: lessons learned from 
clinical trials and f[(Iititreafferweti.c20021 

The anti-GPIIb-IIIa agents: 
fundamental and c[»fiag^li(i^i8Kt®96] 

Comparative studies of a humanized 
anti-glycoprotein Ilb/IIIa 
monoclon|al antibody, YM337, and 
abciximat* on in vitro antiplatelet 
effect and bindin{B|ar<Pt)fiitrti®jll. 20021 

Spotlight 'on abclximab in patients 
with ischemic heart disease 
undergoing percutaneous coronary 
revasculajttetiMardiovasc Drugs. 2003] 

ABCIXIMAB: a new antlaggregant 
used in angioij>9#t?hannacother. 1996] 



See all Related Articles. 



H Show f20^ | Sort by |Fl | Send to H fI 



Write to the Help Desk 
NCBl I NLM I NIH 
Department of Health & Human Services 
Privacy Statement | Freedom of Information Act | Disclaimer 



Apr4 2007 12:47:27 



http://www.ncbi. nlm.nih.gov/entrez/queryJcgi?itool=abstractplus&db= 4/20/2007 



EAST Search History 



Ref 
# 


Hits 


Search Query 


DBS 


Default 
Operator 


Plurals 


Time Stamp 


LI 


1960 


clopidogrel 


US-PGPUB; 
USPAT 


OR 


ciN 


2007/04/20 10:29 


L2 


202556 


((solid adj tumor) or oma or cancer 
or tumour or tumor or carcinoma or 
sarcoma) 


US-PGPUB; 
USPAT 


OR 


ON 


2007/04/20 10:31 


L3 


221735 


((solid adj tumor) or ?oma or 
cancer or tumour or tumor or 
carcinoma or sarcoma) 


US-PGPUB; 
USPAT 


OR 


QN 


2007/04/20 10:31 


1 A 


IZbo 


11 r%nri n 

11 ana iz 


Ub-rorUD, 

USPAT 


UK 






L5 


1098 


14 and (platelet) 


US-PGPUB; 
USPAT 


OR 


ON 


2007/04/20 10:31 


Lb 




\H and (platelet) 


1 ICDAT 

UbrAI 


UK 


UN 


2UU//U4/ZU 1U:30 


L7 


117 


adp adj receptor 


USPAT 


OR 


ON 

1 


2007/04/20 10:56 


L8 


356 


adp adj receptor 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


ON 


2007/04/20 11:55 


L9 


5157 


18 or (anti adj (platelet or clotting)) 


US-PGPUB; 

USPAT; 

DERWEIVIT 


OR 


dN 


2007/04/20 10:56 


LIO 


944 


19 and (clopidogrel or plavix) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


ON 


2007/04/20 11:31 


Lll 


773 


110 and (solid or glioma or sarcoma 
or carcinoma) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


ON 

i 


2007/04/20 10:57 


L12 


95 


111 and (solid adj tumor) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


1 

ON 

1 


2007/04/20 10:58 


L13 


2204 


(clopidogrel or plavix) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


ON 


2007/04/20 11:31 


L14 


276 


(clopidogrel or plavix) and (lung 
near cancer) 


US-PGPUB; 

USPAT; 

DERWEj^^ 


OR 


ON 


2007/04/20 11:31 


LIS 


103 


18 and (taxotere or radiosensitlzing 
or radiation) 


US-PGPUB;^ 
USPAT; * 
DERWENT 


'JOR 


dN 


2007/04/20 11:59 


L16 


65 


115 and (cancer or neoplasm or 
tumor or neoplastic or sarcoma or 
carcinoma) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


dN 

1 


2007/04/20 11:59 


L17 


3187 


taxotere and (taxotere or 
radiosensitizing or radiation) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


dN 


2007/04/20 11:59 



4/20/2007 1:38:40 PM 

C:\Documents and Settings\byongkwon\My Documents\EAST\Workspaces\brian-l.wsp 



Page 1 



I 



EAST Search History 

I 



L18 


3089 


taxotere and (cancer or neoplasm 
or tumor or neoplastic or sarcoma 
or carcinoma) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


ON 


2007/04/20 11:59 


L19 


63450 


(radiation) and (cancer or neoplasm 
or tumor or neoplastic or sarcoma 
or carcinoma) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


ON 


2007/04/20 11:59 


L20 


317165 


(cancer or neoplasm or tumor or 
neoplastic or sarcoma or 
carcinoma) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


ON 

j 


2007/04/20 12:00 


L21 


10061 


119 and (solid adj tumor) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


ON 

r 


2007/04/20 12:01 


L22 


8453 


121 and (glioma or lung) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


ON 

I 


2007/04/20 12:01 


L23 


3559 


121 and (glioma and lung) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


QN 


2007/04/20 12:01 


L24 


1024 


121 and (glioma and lung) 


USPAT; 
DERWENT 


OR 


pN 


2007/04/20 12:01 


L25 


1033 


123 and ((anti adj (thrombosis or 
thrombotic)) or adp) 


US-PGPUB; 

USPAT; 

DERWENT 


OR 


ON 


2007/04/20 12:02 


L26 


252 


123 and ((anti adj (thrombosis or 
thrombotic)) or adp) 


USPAT; 
DERWENT 


OR 


QN 


2007/04/20 12:03 


L27 


157 


126 and (radiation adj therapy) 


USPAT; 
DERWEI^ 


OR 


ON 

i 


2007/04/20 12:20 


L28 " 




"5707642".pn. 


USPAT; 
DERWENT 


OR 


ON 


jgo7/e4/2in2^o 


L29 


2 


"621117l'>>*^^^ 


USPATV^ 
JiERVT^TJT 




ON 


2007/04/20 12:25 


L30 


2 


"6384042".pn. Z^^^^^d 


USPAT; 

FN r O \ A i r"K 1*7" 

vQERWENT 


OR 


1 

ON 


2007/04/20 12:46 


L31 


25 


trigggt-adTpoint adj therapy 


uspa1T\ 

DERWENT 


OR 


ON 


2007/04/20 12:47 


L32 




131 and fibromyalgia 


USPAT; 
DERWENT 


OR 


1 


2007/04/20 12:47 



4/20/2007 1:38:40 PM 

C:\Documents and Settings\byongkwon\My Dcx:uments\EAST\Workspaces\brlan-l.wsp 



Page 2 



I 



=> file reg 

COST IN U.S. DOLLARS SINCE FILE . , TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 I 0.21 

FILE 'REGISTRY' ENTERED AT 10:38:17 ON 20 APR 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file[ 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 19 APR 2007 HIGHEST RN 931104-30-2 
DICTIONARY FILE UPDATES: 19 APR 2007 HIGHEST RN^ 931104-30-2 

New CAS Information Use Policies, enter HELP USAGETERMS for detajils. 

TSCA INFORMATION NOW CURRENT THROUGH December 2, 2006 ! 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of ,' 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www . cas . org/ONLINE/UG/regprops . html 

=> s clopidogrel 

LI 13 CLOPIDOGREL 

=> s clopidogrel/cn 

L2 1 CLOPIDOGREL/CN 

file caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 10.35 10.56 

i 

FILE 'CAPLUS' ENTERED AT 10:38:29 ON 20 APR 2007 ! 
USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright -of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (availlable 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, i|s 
strictly prohibited. 

FILE COVERS 1907 - 20 Apr 2007 VOL 14 6 ISS 18 
FILE LAST UPDATED: 19 Apr 2007 (200704 19/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http: //www. cas . org/inf opolicy.html j 



0 



I 



I 



=> s 12 <> or clopidogrel? 

SmartSELECT INITIATED I 

New TRANSFER and ANALYZE Commands Now Available 
See HELP TRANSFER and HELP ANALYZE for Details 



COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.47 '11.03 

FILE 'REGISTRY' ENTERED AT 10:38:40 ON 20 APR 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. ! 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

SET SMARTSELECT ON 
SET COMMAND COMPLETED 

j 

SEL L2 1- ! 
L3 SEL L2 1- CHEM : 7 TERMS 

SET SMARTSELECT OFF 
SET COMMAND COMPLETED 



COST IN U.S. DOLLARS SINCE FILE j TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 11.65 '22.68 

FILE 'CAPLUS' ENTERED AT 10:38:41 ON 20 APR 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 

S L3 OR CLOPIDOGREL? I 



154 6 CLOPIDOGREL? 
L5 1562 L4 OR CLOPIDOGREL? 

=> s 15 and (solid tumor or cancer or neoplasm or carcinoma or sarcoma ) 
1071520 SOLID 

286987 SOLIDS ; 
1282589 SOLID 

(SOLID OR SOLIDS) 
405122 TUMOR 
157223 TUMORS 
4 54 786 TUMOR ■ 

(TUMOR OR TUMORS) 
12883 SOLID TUMOR 

(SOLID (W) TUMOR) 

312986 CANCER ' 

45962 CANCERS 
324 782 CANCER 

(CANCER OR CANCERS) 
4 4 3852 NEOPLASM 

36419 NEOPLASMS 
4 607 69 NEOPLASM 

(NEOPLASM OR NEOPLASMS) 
158653 CARCINOMA ; 
32121 CARCINOMAS ■ 
164 CARCINOMATA 



I 



CARCINOMA 

(CARCINOMA OR CARCINOMAS OR CARCINOMATA) 
SARCOMA 
SARCOMAS 
SARCOMATA 
SARCOMA 

(SARCOMA OR SARCOMAS OR SARCOMATA) 
L5 AND (SOLID TUMOR OR CANCER OR NEOPLASM OR CARCINOMA OR SARCOM 

A ) ' 

=> s 16 and pd <=2002 

22823143 PD <=2002 ! 
(PD<=20029999) 
L7 16 L6 AND PD <=2002 

=> focus 

PROCESSING COMPLETED FOR L7 
L8 16 FOCUS L7 1- 

=> d ibib abs hitstr 1-16 



166525 

39008 
4364 
102 
40678 

L6 67 



L8 



ANSWER 1 OF 16 CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002: 927185 CAPLUS 
138:24716 

Preparation of azolecarboxylic acids useful as 

antidiabetic and antiobesity agents 

Cheng, Peter T.; Zhang, Hao; Hariharan, Narayanan 

Bristol-Myers Squibb Company, USA 

PCT Int. Appl., 169 pp. 

CODEN: PIXXD2 

Patent 

English 

2 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 


2002096358 




A2 




20021205 




WO 2002- 


-US16633 




20020523 


wo 


2002096358 




A3 




20030327 




















W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 






CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


|GD, 


GE, GH, 






GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


'lc. 


LK, LR, 






LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, PH, 






PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TN, 


iTR, 


TT, TZ, 






UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZM, 


zw 
















RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


sz. 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, BY, 






KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, GB, 






GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, 


BF, 


BJ, 


CF, 


CG, 


'CI, 


CM, GA, 






GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 














CA 


2449160 






Al 




20021205 




CA 2002- 


2449160 




20020523 


EP 


1390363 






A2 




20040225 




EP 2002- 


729306 




, 20020523 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


'SE, 


MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR 












TR 


200400650 




T3 




20040621 




TR 2004- 


650 






20020523 


HU 


200401504 






A2 




20041129 




HU 2004- 


1504 






20020523 


JP 


2004536070 




T 




20041202 




JP 2002- 


592871 




20020523 


TW 


235061 






B 




20050701 




TW 2002- 


91111100 




20020524 



PRIORITY APPLN. INFO.: US 2001-294380P P; 20010530 

WO 2002-US16633 w' 20020523 

OTHER SOURCE(S): MARPAT 138:24716 

GI 



1 



I 



r2? 



r2? 




Y(CH2) 



f— (CH2) 





CO2H II 



AB 



IT 



RN 
CN 



Title compds. [I; m, 
(CH2)x20(CH2)x3; x = 
^ 0; XI = CH, N; X2, 
C may include CH; Rl 
(substituted) amino; 
(substituted) amino; 



n = 0-2; Q = C, N; A = (CH2)x, (CH2)xl, 
1-5; xl = 2-5; x2, x3 = 0-5; ^1 of x2, x3 
X3, X4, X5, X7 = N, 0, S; in each o'f X1-X7, 
= H, alkyl; R2 = H, alkyl, alkoxy, haJo, 
R2a, R2b and R2c = H, alkyl, alkoxy, h'alo, 
R3, R3a = H, alkyl, arylalkyl, aryloxyicarbonyl, 
alkyloxycarbonyl, alkynyloxycarbonyl, alkenyloxycarbonyl, arylcarbonyl, 
alkylcarbonyl, aryl, heteroaryl, alkyl (halo) aryloxycarbonyl, 
alkoxy (halo) aryloxycarbonyl, cycloalkylaryloxycarbonyl, 
cycloalkyloxyaryloxycarbonyl, cycloheteroalkyl, heteroarylc'arbonyl, 
heteroarylheteroarylalkyl, alkylcarbonylamino, arylcarbonyllamino, 
heteroarylcarbonylamino, alkoxycarbonylamino, aryloxycarbon'ylamino, 
heteroarylheteroarylcarbonyl, alkylsulf onyl, alkenylsulf onyl, 
heteroaryloxycarbonyl, cycloheteroalkyloxycarbonyl, heteroarylalkyl, 
aminocarbonyl, substituted aminocarbonyl, alkylaminocarbonyl, 
arylaminocarbonyl, aryloxyarylalkyl, alkynyloxycarbonyl, 
haloalkoxyaryloxycarbonyl, alkoxycarbonylaryloxycarbonyl , ! 
aryloxyaryloxycarbonyl, arylsulf inylarylcarbonyl, etc.; Y =| C02R4, 
1-tetrazolyl, P (0) (0R4a) R5, P(0)(OR4a)2; R4 = H, alkyl, prddrug ester; 
= H, prodrug ester; R5 = alkyl, aryl; with provisos], were Iprepared as 
simultaneous inhibitors of peroxisome proliferator activated 
receptor-Y (PPARy) and stimulators of peroxisome prolif erador 
activated receptor-a (PPARa) . Thus, title compound (II) (prepared 
starting from Meldrum's acid 3-methoxyphenylacetyl chloride') bound to 
human PPARa and to PPARy ligand binding domains with IC50 =| 69 
nM. 

113665-84-2, Clopidogrel 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(coadministration; preparation of azolecarboxylic acids luseful as 
antidiabetic and antiobesity agents) ! 

113665-84-2 CAPLUS i 

Thieno [3, 2-c]pyridine-5 (4H) -acetic acid, a- (2-chlorophenyl)'-6, 7- 

dihydro-, methyl ester, (aS)- (CA INDEX NAME) 



R4a 



Absolute stereochemistry. Rotation (+) . 



I 




L8 ANSWER 2 OF 16 CAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2002:927184 CAPLUS 
138:14048 

Preparation of oxazolylethoxyphenylprolines and 
related compounds as antidiabetic and a.ntiobesity 
agents. 

Cheng, Peter T.; Jeon, Yoon; Wang, Wei j 

Bristol-Myers Squibb Company, USA 

PCT Int. Appl., 107 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 2002096357 

WO 2002096357 

W: AE, AG, AL, 
CO, CR, CU, 
GM, HR, HU, 
LS, LT, LU, 
PL, PT, RO, 
UA, UG, US, 
RW: GH, GM, KE, 
KG, KZ, MD, 
GR, IE, IT, 
GN, GQ, GW, 

US 2003092697 

US 7105556 

CA 2449006 

EP 1401433 

R: AT, BE, CH, 
IE, SI, LT, 

JP 2005506954 

HU 200600226 
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APPLICATION NO. 
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DATE 
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AB Title compds. [I; m, n = 0-2; Q = C, N; A = (CH2)x, (CH2)xli, with an 

alkenyl or alkynyl bond in the chain, (CH2) x20 (CH2) x3; x = il-S; xl = 2-5; 
x2, x3 = 0-5; provided that ^1 of x2 and x3 0; XI CH, N; 
X2 = C, N, 0, S; X3 = C, N; X4 = C, N, 0, S provided that ^'l of X2, 
X3, X4 = N; in each of X1-X4, C may include CH; Rl = H, alkyl; R2 === H, 
alkyl, alkoxy, halo, (substituted) amino; R2a, R2b R2c = H,| alkyl, alkoxy, 
halo, (substituted) amino; R3 = H, alkyl, arylalkyl, aryloxycarbonyl , 
alkyloxycarbonyl , al kynyloxycarbonyl , alkenyloxycarbonyl , atylcarbonyl , 
alkylcarbonyl, aryl, heteroaryl, cycloheteroalkyl, heteroarylcarbonyl, 
heteroarylheteroarylalkyl, alkylcarbonylamino, arylcarbonylamino, 
heteroarylcarbonylamino, alkoxycarbonylamino, aryloxycarbonylamino, 
heteroaryloxycarbonylamino, heteroarylheteroarylcarbonyl, aikylsulf onyl, 
alkenylsulfonyl, heteroaryloxycarbonyl, cycloheteroalkyloxy'carbonyl, 
aryloxyheteroarylalkyl, heterparylalkyloxyarylalkyl, arylarlylalkyl, 
arylalkenylarylalkyl, arylaminoarylalkyl, etc.; Y = C02R4, il-tetrazolyl, 
P(0) (OR4a)R5, P(0)(OR4a)2; R4 = H, alkyl, prodrug ester; R4a = H, prodrug 
ester; R5 = alkyl, aryl; Z = (CH2)x4, {CH2)x5, (CH2)x60(CH2|) x7; x4 = 1-5; 
x5 = 2-5; x6, x7 = 0-4], were prepared as antidiabetic and antiobesity 
agents (no data). Thus, the title compound (II) was prepared in 6 steps. 

IT 113665-84-2, Clopidogrel 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(coadministration; preparation of oxazolylethoxyphenylpr'blines and related 
compds. as antidiabetic and antiobesity agents) 

RN 113665-84-2 CAPLUS 

CN Thieno [3, 2-c]pyridine-5 (4H) -acetic acid, a- (2-chlorophenyl) 1-6, 7- 
dihydro-, methyl ester, (aS)- (CA INDEX NAME) j 

Absolute stereochemistry. Rotation (+) . 
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reductase inhibitors 

Robl, Jeffrey A.; Chen, Bang-chi; Sun, |Chong-qing 
USA 

U.S. Pat. Appl. Publ., 4 2 pp., Cont . -in-part of U.S. 

Ser. No, 875,155. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

i 

I 

AB Title compds. I [X = 0, S, SO, S02, NR7; Z = H0CHCH2CH (OH) dH2C02R3, 

4-hydroxy-2-oxopyran-6-yl, etc.; n = 0, 1; Rl, R2 = alkyl, arylalkyl, 
cycloalkyl, alkenyl, cycloalkenyl, aryl, heteroaryl, cycloheteroalkyl; R3 
= H, alkyl, metal ion; R4 = H, halo, CF3, etc.; R7 = H, allcyl, aryl, 
alkanoyl, aroyl, alkoxycarbonyl, etc.; R9, RIO = H, alkyl], were prepared as 
HMG CoA reductase inhibitors active in inhibiting cholesterol 
biosynthesis, modulating blood serum lipids such as lowering LDL 
cholesterol and/or increasing HDl cholesterol, and treating 
hyperlipidemia, hypercholesterolemia, hypertriglyceridemia, and 
atherosclerosis (no data) . A multistep synthesis of II is ^reported. 

IT 113665-84-2, Clopidogrel 

RL: PAC (Pharmacological activity); THU (Therapeutic use); jBIOL 
(Biological study); USES (Uses) 

(coadministered agents; preparation of benzoxepinopyridines as HMG-CoA 
reductase inhibitors for treatment of hyperlipidemia, 

hypercholesterolemia, hypertriglyceridemia, atherosclerosis, and other 

disorders) 

RN 113665-84-2 CAPLUS , 
CN Thieno [3, 2-c] pyridine-5 (4H) -acetic acid, a- (2-chlorophenyl )|-6, 7- 
dihydro-, methyl ester, (aS)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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reductase inhibitors 

Robl, Jeffrey A.; Chen, Bang-chi; Sun, 'Chong-qing 
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Ser. No. 875,155, abandoned. 
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Patent 
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AB Title compds. I [X = 0, S, SO, S02, NR7; Z = H0CHCH2CH (OH) GH2C02R3, 

4-hydroxy-2-oxopyran-6-yl, etc.; n = 0, 1; Rl, R2 = alkyl, arylalkyl, 
cycloalkyl, alkenyl, cycloalkenyl, aryl, heteroaryl, cycloheteroalkyl; R3 
= H, alkyl, metal ion; R4 = H, halo, CF3, etc.; R7 = H, allcyl, aryl, 
alkanoyl, aroyl, alkoxycarbonyl, etc.; R9, RIO = H, alkyl] ,| were prepared 
HMG CoA reductase inhibitors active in inhibiting cholesterol 
biosynthesis, modulating blood serum lipids such as lowering LDL 
cholesterol and/or increasing HDL cholesterol, and treating 
hyperlipidemia, hypercholesterolemia, hypertriglyceridemia and 
atherosclerosis (no data) . A multistep synthesis of II is reported. 
IT 113665-84-2, Clopidogrel 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(coadministered agents; preparation of benzoxepinopyridines as HMG-CoA 
reductase inhibitors for treatment of hyperlipidemia, i 
hypercholesterolemia, hypertriglyceridemia, atherosclerosis, and other 
disorders) 
RN 113665-84-2 CAPLUS 

CN Thieno[3, 2-c] pyridine-5 (4H) -acetic acid, a- (2-chlorophenyl) -6, 7- 
dihydro-, methyl ester, (aS)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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AB This invention discloses the preparation of title compds . I and their 
pharmaceutically acceptable salts and solvates [wherein: Rlj, R2 
independently = H, A, halogen, with the proviso that one of Rl or R2 
always ^ H ; or R1R2 = C3-5 alkylene; R3, R4 = H, A, OA, OH, 
halogen; or R3R4 = C3-5 alkylene, OCH2CH2, 0CH20, OCH2CH20;: X = Cl-10 
linear or branched alkyl with 1-2 optional CH:CH in lieu of CH2, 
C6H4(CH2)m, cycloalkylalkyl ; R = C02H, C02A, C0NH2, CONHA, :C0NA2, CN; A = 
alkyl; m = 1 or 2; n = 0-3] . For example, condensation of 
4-chloro-5, 6, 1 , 8-tetrahydro[l]ben2othieno[2, 3-d] pyrimidine-|2-propanoic 
acid Me ester and 3-chloro-4-methoxybenzylamine provided claimed 
thieno [2, 3-d]pyrimidine-2-propanoate II as an oil. Pharmaceutical 
formulations containing I (as phosphodiesterase V inhibitors) in combination 
with an antithrombotic, calcium antagonist, prostaglandin or prostaglandin 
derivative are claimed for the treatment of angina, high blood pressure, 
pulmonary hypertension, congestive heart failure, chronic obstructive 
pulmonary disease (COPD) , pulmonary heart disease, right ventricular 
failure, arteriosclerosis, permeability conditions of reduced 
cardiovascular patency, peripheral vascular illnesses, cerebral apoplexy, 
bronchitis, allergic asthma, chronic asthma, allergic rhiniltis, glaucoma, 
irritable bowel syndrome, tumors, kidney failure, cirrhosis of the liyer 
and for treating female sexual dysfunction (no data provided) . 

IT 113665-84-2, Clopidogrel ' 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceutical formulations with; preparation of benzothieno [2, 3- 
d]pyrimidine derivs. for use in pharmaceutical formulations with 
antithrombotic, calcium antagonist, prostaglandin or prostaglandin 
derivative medicaments) 

RN 113665-84-2 CAPLUS 

CN Thieno [3, 2-c] pyridine-5 (4H) -acetic acid, a- (2-chlorophenyl)i-6, 7- 
dihydro-, methyl ester, (aS)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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AB This invention discloses the preparation of title compds . 1 and their 

pharmaceutically acceptable salts and solvates [wherein: Rlj, R2 = H, A, 
OA, OH, halogen; or R1R2 = C3-5 alkylene, OCH2CH2, CH20CH2,' 0CH20, 
0CH2CH20; X = Ph, benzyl, cycloalkyl, cycloalkylalkyl, Cl-liO linear or 
branched alkyl with 1-2 optional CH:CH in lieu of CH2; A = alkyl; R = 
C02H, C02A, C0NH2, CONHA, C0NA2, CN] . For example, condensjation of 
4- (4-chloro[l]ben2othieno[2, 3-d]pyrimidin-2-yl)benzoic acid Me ester and 
3-chloro-4-methoxybenzylamine provided claimed [ 1] benzothie|no [2, 3- 
d]pyrimidin-2-ylbenzoate II (mp. 203-204''). Pharmaceutical! 

formulations containing I (as phosphodiesterase V inhibitorls) in combination 
with an antithrombotic, calcium antagonist, prostaglandin o'r prostaglandin 
derivative are claimed for the treatment of angina, high bljood pressure, 
pulmonary hypertension, congestive heart failure, chronic obstructive 
pulmonary disease (COPD) , pulmonary heart disease, right ventricular 
failure, arteriosclerosis, permeability conditions of reduced 
cardiovascular patency, peripheral vascular illnesses, cerebral apoplexy, 
bronchitis, allergic asthma, chronic asthma, allergic rhinijtis, glaucoma, 
irritable bowel syndrome, tumors, kidney failure, cirrhosis of the liver 
and for treating female sexual dysfunction (no data provided) . 
IT 113665-84-2, Clopidogrel 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Ujses) 

(pharmaceutical formulations with; preparation of benzot'hieno [2, 3- 
djpyrimidine derivs . for use in pharmaceutical f ormulatijons with 
antithrombotic, calcium antagonist, prostaglandin or pro|staglandin 
derivative medicaments) 
RN 113665-84-2 CAPLUS 

CN Thieno[3, 2-c]pyridine-5 {4H) -acetic acid, a- (2-chlorophenyl ) :-6, 7- 
dihydro-, methyl ester, (aS)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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N— CH2 




0— CH3 



N 



H3C-CH2-CH2 



CH2-CH2-C-O-CH3 
0 



II 



AB This invention discloses the preparation of title compds. I and their 
pharmaceutically acceptable salts and solvates [wherein: Rl, R2 
independently = H, A, OH, OA, halogen; or R1R2 = C3-5 alkylene, OCH2CH2, 
CH20CH2, 0CH20/ OCH2CH20; R3, R4 independently = H, A; X = cycloalkyl, 
cycloalkylalkyl, Ph, benzyl, Cl-10 linear or branched alkyl with 1-2 
optional CH:CH in lieu of CH2, or optionally interrupted by 0, S, or SO; R 
= C02H, C02A, C0NH2, CONHA, C0NA2, CN; A = alkyl]. For example, 
condensation of 3- [7-chloro-l-methyl-3-propyl-lH-pyra2olo [4, 3-d] pyrimidin- 
5-yl] propionic acid Me ester and 3-chloro-4-methoxybenzylamine provided 
claimed pyrazolo [4 , 3-d] pyrimidin-5-ylpropanoate II as an oil. 
Pharmaceutical formulations containing I (as phosphodiesterase V inhibitors) 
in combination with an antithrombotic, calcium antagonist, prostaglandin 
or prostaglandin derivative medicament are claimed for the treatment of 
angina, hypertension, pulmonary hypertension, congestive heart failure 
(CHF) , chronic obstructive pulmonary disease (COPD) , cor * pulmonale, right 
ventricular failure, atherosclerosis, conditions of reduced patency of the 
heart vessels, peripheral vascular diseases, cerebrovasculajr accident, 
bronchitis, allergic asthma, chronic asthma," allergic rhinitis, glaucoma, 
irritable bowel syndrome, tumors, kidney failure, cirrhosis of the liver, 
and female sexual dysfunctions (no data provided) . ; 

IT 113665-84-2, Clopidogrel 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceutical formulations with; preparation of benzot'hieno [2, 3- 
d]pyrimidine derivs. for use in pharmaceutical formulations with 
antithrombotic, calcium antagonist, prostaglandin or prostaglandin 
derivative medicaments) 

RN 113665-84-2 CAPLUS 

CN Thieno[3,2-c]pyridine-5 (4H) -acetic acid, a- (2-chlorophenyl) -6, 7- 
dihydro-, methyl ester, (aS)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation ( + ) . 
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RN 



MARPAT 14 6:244343 

The invention provides novel active agents (e.g. peptides, small organic 
mols., amino acid pairs, etc.) that ameliorate one or more symptoms of 
atherosclerosis and/or other pathologies characterized by an inflammatory 
response. In certain embodiments, the peptides resemble a iG* amphipathic 
helix of apolipoprotein J. The agents are highly stable an'd readily 
administered via an oral route. Peptide preparation is included. 
113665-84-2, Clopidogrel 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(peptidic compds. to treat diseases characterized by inf lanunatory 

response) 
113665-84-2 CAPLUS 



CN Thieno[3, 2-c] pyridine-5 (4H) -acetic acid, a- {2-'Chlorophenyl)j-6, 7- 
dihydro-, methyl ester, (aS)- (CA INDEX NT^E) 



Absolute stereochemistry. Rotation (+) , 
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IT 



RN 
CN 



This invention discloses the preparation of title compds . I and their 
pharmaceutically acceptable salts and solvates [wherein: Rl, R2 
independently = H, A, halogen, with the proviso that one o^ Rl or R2 
always ^ H ; R1R2 = C3-5 alkylene; R3/ R4 = A, OA, OH, halogen; 
R3R4 = C3-5 alkylene, OCH2CH2, 0CH20, OCH2CH20; X = Cl-10 linear or 
branched alkyl with 1-2 optional CH:CH in lieu of CH2, C6H4(CH2)m, 
cycloalkylalkyl; R = C02H, C02A, C0NH2, CONHA, C0NA2, CN; A = alkyl; m 



7,8- 

Me ester and 



or 2; n = 0-3]. For example, condensation of 4-chloro-5, 6, ' 
tet rahydro [ 1 ] benzothieno [ 2 , 3-d] pyrimidine-2-propanoic acid 
3-chloro-4-methoxybenzylamine provided claimed thieno[2, 3-d]pyrimidine-2- 
propanoate II as an oil. Pharmaceutical formulations containing I (as 
phosphodiesterase V inhibitors) in combination with an antithrombotic 
medicament are claimed for the treatment of angina, (pulmonary) 
hypertension, congestive heart failure, arteriosclerosis, peripheral 
vascular diseases, stroke, bronchitis, allergic asthma, chronic asthma, 
allergic rhinitis, glaucoma, irritable bowel syndrome, tumors, kidney 
insufficiency, liver cirrhosis, and female sexual dysfunctilon (no data 
provided) . 

113665-84-2, Clopidogrel , 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceutical formulations with; preparation of thieno [2, 3-d] pyrimidine 
derivs. for use in pharmaceutical formulations with antithrombotics) 
113665-84-2 CAPLUS 

Thieno [3, 2-c] pyridine-5 (4H) -acetic acid, a- {2-chlorophenyl);-6, 7- 
dihydro-, methyl ester, (aS)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (+) 
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AB This invention discloses the preparation of title compds . I and their 

pharmaceutically acceptable salts and solvates [wherein: Rlj, R2 = H, A, 
OA, OH, halogen; R1R2 = C3-5 alkylene, OCH2CH2, CH20CH2, odH20, OCH2CH20; 
X = Ph, benzyl, cycloalkyl, cycloalkylalkyl, Cl-10 linear o'r branched 
alkyl with 1-2 optional CH:CH in lieu of CH2; A = alkyl; R ■■= C02H, C02A, 
C0NH2, CONHA, C0NA2, CN] . For example, condensation of 

4- (4-chloro[l]benzothieno[2, 3-d]pyrimidin~2-yl)benzoic acid Me ester and 
3-chloro-4-methoxybenzylamine provided claimed [ 1] benzothieno [2, 3- 
d]pyrimidin-2-ylbenzoate II (mp. 203-204°). Pharmaceutical! 

formulations containing I (as phosphodiesterase V inhibitors) in combination 
with an antithrombotic medicament are claimed for the treatment of angina, 
(pulmonary) hypertension, congestive heart failure, arterio|sclerosis, 
peripheral vascular diseases, stroke, bronchitis, allergic jasthma, chronic 
asthma, allergic rhinitis, glaucoma, irritable bowel syndrome, tumor, 
kidney insufficiency, liver cirrhosis, and female sexual dysfunction (no 
data provided) . 
IT 113665-84-2, Clopidogrel 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceutical formulations with; preparation of [l]ben'zothieno[2, 3- 
d]pyrimidine derivs. for use in pharmaceutical f ormulati|ons with 
antithrombotics ) 

RN 113665-84-2 CAPLUS j 
CN Thieno [3, 2-c] pyridine-5 ( 4H) -acetic acid, a- (2-chlorophenyl)l-6, 7- 
dihydro-, methyl ester, (aS)- (CA INDEX NAME) ' 

Absolute stereochemistry. Rotation {+) . 
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Endothelin antagonist N- [ [2 [ [ (4, 5-dimethyl-3-isoxazolyl ) amino] 
sulfonyl] -4- (2-oxazolyl) [1,1' -biphenyl] -2-yl]methyl] -N, 3, 3-; 
trimethylbutanamide surprisingly exists as separable enantiomeric 
atropisomers. The ( + ) -dextrorotatory atropisomer demonstra|tes remarkably 
higher potency than either the {-) -levorotatory atropisomer or the 
racemate. The (+) -dextrorotatory atropisomer is suitable for treatment of 
endothelin-related disorders, such as hypertension, renal diseases, 
atherosclerosis, restenosis, congestive heart failure, diathetic 
nephropathy, cancer, asthma, etc., alone or in combination jwith, 
e.g., angiotensin, renin, or ACE inhibitors, diuretics, cardiac 
glycosides, antiplatelet agents, etc. 
113665-84-2, Clopidogrel 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(combination with; therapeutic uses of enantiomers of bilphenyl 
isoxazole sulfonamide derivative as endothelin antagonists) 

113665-84-2 CAPLUS 

Thieno[3, 2-c] pyridine-5 (4H) -acetic acid, a- (2-chlorophenyl ) -6, 7- 
dihydro-, methyl ester, (aS)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (+) . 
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AB This invention discloses the preparation of title compds . I and their 
pharmaceutically acceptable salts and solvates [wherein: Rl, R2 
independently = H, A, OH, OA, halogen; R1R2 = C3-5 alkylene, OCH2CH2, 
CH20CH2, 0CH20, OCH2CH20; R3, R4 independently = H, A; X = |cycloalIcyl, 
cycloalkylalkyl, Ph, benzyl, Cl-10 linear or branched alkyl with 1-2 
optional CH:CH in lieu of CH2, or optionally interrupted by 0, S, or SO; R 
= C02H, C02A, C0NH2, CONHA, C0NA2, CN; A = alkyl] . For example, 
condensation of 3- [7-chloro-l-methyl-3-propyl-lH-pyrazolo [4 , 3-d] pyrimidin- 
5-yl] propionic acid Me ester and 3-chloro-4-methoxybenzylamine provided 
claimed pyrazolo [4 , 3-d] pyrimidin-5-ylpropanoate II as an oill. 
Pharmaceutical formulations containing I (as phosphodiesterase V inhibitors) 
in combination with an antithrombotic medicament are claimed for the 
treatment of angina, (pulmonary) hypertension, congestive heart failure, 
arteriosclerosis, peripheral vascular diseases, stroke, bronchitis, 
allergic asthma, chronic asthma, allergic rhinitis, glaucoma, irritable 
bowel syndrome, tumor, kidney insufficiency, liver cirrhosils, and female 
sexual dysfunction (no data provided) . ' 

IT 113665-84-2, Clopidogrel 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(pharmaceutical formulations with; preparation of pyrazolo [4 , 3-d] pyrimidine 
derivs. for use in pharmaceutical formulations with antithrombotics) 

RN 113665-84-2 CAPLUS | 

CN Thieno[3,2-c]pyridine-5(4H) -acetic acid, a- (2-chlorophenyl)j-6, 7- 
dihydro-, methyl ester, (aS)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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AB. Described are general means and methods of diagnosing and treating the 

phenotypic spectrum as well as the overlapping clin. characteristics with 
several forms of inherited abnormal expression and/or function of the 
CYP2B6 genes encoding cytochrome P 4 50 2B6. In particular/ 
polynucleotides of mol. variant CYP2B6 genes which, for exaimple, are 
associated with insufficient metabolization and/or sensitivity of drugs, and 
vectors comprising such polynucleotides are provided. Furthermore, host 
cells comprising such polynucleotides or vectors and their .use for the 
production of variant CYP2B6 proteins are described. In addition, variant 

CYP2B6 

proteins and antibodies specifically recognizing such proteins as well as 
transgenic non-human animals comprising the above-described polynucleotide 
or vectors are provided. Described are also methods for identifying and 
obtaining inhibitors for therapy of disorders related to tlie malfunction 
of the CYP2B6 gene as well as methods of diagnosing the status of such 
disorders. Pharmaceutical and diagnostic compns. useful for diagnosing 
and treating various diseases with drugs that are substrates, inhibitors 
or modulators of the CYP2B6 gene product are described as well. 

IT 113665-84-2, Clopidogrel 

RL: BUU (Biological use, .unclassified); BIOL (Biological study) ; USES 
(Uses) I 

(polymorphisms in the human CYP2B6 gene and their use in diagnostic and 
therapeutic applications, human cytochrome P 450 2B6 inhibitor) 
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The present invention is directed to nanoparticulate compns. comprising 
glipizide. The glipizide particles of the composition preferably have an 
effective average particle size of <2 Thus, a formulation contained 

spray-dried glipizide 5.33, mannitol 13.47, xylitol 40.53, citric acid 
19.60, sodium bicarbonate 19.33, Asparatme 0.28, PEG-4000 0.93, and sodium 
stearyl fumarate 0.53%. 
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RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(nanoparticulate glipizide compns.) i 
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AB The present invention has determined that exogenously added glucosylceramide 
(GlcCer) and other neutral glycolipids such as the homologous Glc-containing 
globotriaosylceramide (Gb3Cer) , dose-dependently prolonged jclotting times 
of normal plasma in the presence but not absence of APC:prdtein S, 
indicating GlcCer or Gb3Cer can enhance protein C pathway anticoagulant 
activity. In studies using purified proteins, inactivatiort of factor Va 
by APC: protein S was enhanced by GlcCer alone and by GlcCer, 
globotriaosylceramide, lactosylceramide, and galactosylceramide in 
multicomponent vesicles containing phosphatidylserine and phosphatidylcholine. 
Thus, the present invention provides neutral glycolipids such as GlcCer 
and Gb3Cer, as anticoagulant cofactors that contribute to t^he 
antithrombotic activity of the protein C pathway. The pres.ent invention 
has also determined that a deficiency of plasma GlcCer is a; risk factor for 



I 



thrombosis. Methods are provided to determine individuals at risk for 
thrombosis, methods of treatment as well as methods of screening for 
antithrombotic factors from neutral glycolipids. 
IT 113665-84-2, Clopidogrel 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(plasma glucosylceramide or other neutral glycolipid deficiency as risk 
factor for thrombosis and modulator of anticoagulant protein C when 
given in vesicle form in relation to combination with other agents) 
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dihydro-, methyl ester, (aS)- (CA INDEX NAME) ' 

Absolute stereochemistry. Rotation (+) . 
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AB This invention provides novel active agents (e.g." peptides,, small organic 
mols., amino acid pairs, etc.) peptides that ameliorate one; or more 
symptoms of atherosclerosis and/or other pathologies characterized by an 
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inflammatory response. In certain embodiment, the peptides resemble a G* 
amphipathic helix of apolipoprotein J. The agents are highly stable and 
readily administered via an oral route. Synthetic procedures are 
described. 

IT 113665-84-2, Clopidogrel 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(peptides and peptide mimetics for treatment of pathologies 
characterized by inflammatory response) 
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